Non-invasive prenatal testing (NIPT) are widely used in common detection of fetal trisomies 21, 18, and 13, which is fast becoming a common clinical practice. 1 The test is relatively high specificity and sensitivity. 2 Recently, a growing body of attention has been used for non-invasive detection of clinical applications of fetal autosomal duplications and deletions. 3, 4 Here, we report a case with abnormal second trimester combined testing, NIPT results indicated a deletion on chromosome 21, which was also confirmed on multiple methods of prenatal diagnosis, the final cytogenetic characterization of trisomy 21q11.2-q22.11 deletion syndrome associated with chromosomal microarray-based analysis and chromosome karyotype. This syndrome is early infantile epileptic encephalopathy. This case suggested that NIPT is a valuable screening method, about autosomal &gt; 10M fragment genetic abnormalities in pregnancy screening.
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| MATERIAL S AND ME THODS
| Non-invasive prenatal testing
Non-invasive prenatal testing methods follow standard procedures, including the isolation of cell-free DNA(two-step centrifugation), library construction(end repair, interface connection and gap repair, PCR), library quantify, sequencing, the sequencing was performed using an Ion Torrent (Life Technologies, California, USA) sequencing system, and bioinformatics analysis. Z-score and GC-correction testing methods were used to identify the fetus autosomal aneuploidy, as described in an article by Liao.
5 Z scores ranged between − 3 to 3
were considered to indicate low risk for a trisomy chromosome.
| Chromosome karyotype analysis
Chromosome karyotype analyses with under sterile conditions, was performed for the foetus and parents, on cultured amniocytes according to standard protocols. The experimental process includes routine fixation, production and dyeing treatment, microscopic examination, and analysis of the karyotype (G-banding) of amniotic fluid.
| Chromosomal microarray-based analysis
The experimental steps including genomic DNA extraction, DNA 
| RE SULTS
| Non-invasive prenatal testing
The NIPT results showed that the Z-score of chromosome 21 was −6.876, and demonstrated an approximately 18 Mb deletion, respectively, the scores suggested that deletions of fetal DNA fragments may occur in chromosome 21. Therefore, studies have shown that the analysis of fetal copy number by maternal plasma sequencing has the potential to detect large fetal deletions/duplications (> 10 Mb) by Chen et al. 6 The NIPT results are verified as shown in the figure. ( Figure 1A ,B,C,D). 
| Chromosomal microarray-based analysis
| Chromosome karyotype analysis
Karyotype analysis of amniotic fluid showed chromosome structural abnormalities 46,XN,del(21)(q11.2q22.1). We also analyzed the chromosome karyotype of the parents, and the results of the parents showed no obvious abnormalities.
| D ISCUSS I ON
In recent years, NIPT has become more and more accepted by people. This test is designed to screen fetus for chromosomal disorders, including Down syndrome, Edwards' syndrome, Patau syndrome. .33-p11.1 of chromosome X by NIPT, the result was also confirmed. 9 In our study, we successfully detected deletions in chromosomes 21 in fetus using NIPT, and further located the specific deletion region precisely using CMA and karyotype analysis, the results of NIPT have been confirmed.
The deletion region (21q11.2-q22.11) contains some diseasecausing genes (Table 1) , including LIPI,LPDL, PRED5, PRSS7, ENTK, APP, AAA, CVAP, AD1, SOD1, ALS1, MRAP, FALP, C21orf61, GCCD2, FGD2, C21orf59, CILD26, SYNJ1, PARK20, EIEE53. The deletion of two or more genes in this region is critical, which is consistent with Lyle's hypothesis. 10 Of these genes, the deletion of APP gene may be involved in Alzheimer disease-1 caused by mutation in the gene encoding the amyloid precursor protein on chromosome 21q, this is a genetically heterogeneous disorder and may contribute to intellectual disability. 11 C21orf59, CILD26 genes are an autosomal recessive disorders caused by defective ciliary movement. The human gene deletion has neonatal respiratory 
| CON CLUS ION
